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Amendments to the Claims 

The following listing of the claims will replace all prior versions and listings of 
claims in the application: 

1-30 (canceled) 

3 1 . (currently amended) A compound according to formula I, 


or a pharmaceutically acceptable salt or a stereoisomer, thereof, wherein, 

A is a five- to ten-membered ring containing up to three heteroatoms, provided A is not a 
saturated alicyclic when is =N-, X'^ is and A is a pyridin-4-yl; 

is selected from -H, halo, trihalomethyl, -CN, -NCh, -0R^ -N(R^)R^, -S(0)a2R^ 
-S02N(RV, -C02R^ -C(-0)N(RV, -C(-0)R', .C(=NR^)N(R')R', -C(=NR')R', 
.N(R')S02R^ -N(R^)C(0)R', alkoxy, C|,6 alkyl, aryl, aryl C,.6 alkyl, heterocyclyl, and 
heterocyclyl Ci.6 alkyl; 

two adjacent of R\ together with the annular atoms to which they are attached, can form 
a five- to six-membered ring containing up to two heteroatoms and optionally substituted 
with up to four of R^^; 

R^ and R^, together with the annular atoms to which diey are attached, form a five- to six- 
membered ring containing up to two heteroatoms and optionally substituted with up to 
five of R^; 

each R"^ is selected from -H; C|.6 alkyl optionally substituted with 1, 2, or 3 halogen; Ci.6 
alkyl optionally substituted with alkoxy; Ci^ alkyl substituted with amino where the 
amino is optionally substituted with one or groups selected from methyl, ethyl, 
-CH2CH2OCH3, -CH2CH2N(CH3)2, .CH2CH2CH2N(CH3)2> and A^-methyl-pyrrolidinS-yl; 
aryl; aryl Ci.r> alkyl; heterocyclyl; and heterocyclyl Ci^ alkyl where the heterocyclyl is 



I 
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Optionally substituted with alkyl, acvL NH2, alkylamino, dialkylamino, heterocyclyL 
cyclohexyl, •CH2OCH3. -CH2C(0)NHCH(CH3)2, or .CH2OCH3; 

two of R"*, when taken together with a common nitrogen to which they are attached, form 
an five- to seven-membered heterocyclyl, said optionally substituted five- to 
seven-membered heterocyclyl optionally containing at least one additional heteroatom 
selected from N, 0, S, and P; 

each is selected from -H, -CN, -NO2, -0R\ -S(0)o.2R\ -CO2R', Ce alkyl, C2-6 
alkenyl, and Ca-ealkynyl; 

Y is or ==Cm>= €mV: 

md are each independently either =N- or =C(RV; 

X-^ is selected from ~N(RV, and -S-; 

R^ is hydrogen; 

each of R^, ftVand R*® is independently selected from -H, halo, trihalomethyl, -CN, 
-NO2. -OR^ -N(R')R^ -S(0)o.2R\ -S02N(R^)R\ -C02R^ -C(=0)N(R^)R^ 
-C{-NR^)N{R^)R\ -C(=NR^)R^ -N(R^)S02R\ -N(R')C(0)R^ -C(-0)R\ optionally 
substituted alkoxy, C1.6 alkyl, aryl, aryl C|.6 alkyl, heterocyclyl, and heterocyclyl C1.6 
alkyl; 

two adjacent of R^, together with the annular atoms to which they are attached, can form 
a five- to seven-membered ring containing up to two heteroatoms; and 

each R'^ is independently selected from -H; halo; trihalomethyl; -CN; -NO2; -OR"*; 
-N(R')R'; -S(0)o>2R'; ^S02N(R')R'; -CO2R'; -C(=0)N(R')R'; .C(=NR')N(R')R'; 
-C(=NR^)R^ .N(R^)S02R^ -N(R')C{0)R'; -C(-0)R'; alkoxy; C,.6 alkyl optionally 
substituted with one grcHip selected from alkoxy, benzylamino, and 2-oxo-pyrrolidinyl; 
aryl Ci-6 alkyl substituted on the aryl with 1 or 2 groups selected from alkyl and alkoxy; 
heterocyclyl optionally substituted with -C(0)Ot-Bu; and heterocyclyl alkyl; 
provided when R^ is aryl, heteroaryl, -C(H)=C(H)R or -C(H)=NR, where R is an 
optionally substituted alkyl, cycloalkyl, heteroalicyclic, aryl, or heteroaryl, then Y is not 
=C(H)-. 
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32. (nrevioiKSly presented) The compound according to claim 3 L wherein the five- to 
six-membered ring formed by and is an aryl or a heteroaryl optionally substituted 
with up to five of R*^; or a pharmaceutically acceptable salt or stereoisomer, thereof 

33. (previously presented) The compound according to claim 32, wherein the five- to 
six-membered ring formed by R^ and R^ is phenyl or pyridyl optionally substituted with 
up to five of R^; or a pharmaceutically acceptable salt or stereoisomer, thereof 

34. (previously presented) The compound according to claim 33, of formula II, 



II; 

or a pharmaceutically acceptable salt or stereoisomer, thereof 

35. (previously presented) The compound according to claim 34, wherein is 
=C(R^)-, is =N-, X^ is -N(R^)-, and R^ is hydrogen; or a pharmaceutically acceptable 
salt or stereoisomer, thereof 

36. (previously presented) The compound according to claim 35, wherein Y is =N-; or 
a pharmaceutically acceptable salt or stereoisomer, thereof 

37. (currently amended) The compound according to claim 36, wherein A is either a 
six- to ten-menibered aryl or a five- to ten-membered heteroaryl containing up to three 
heteroatom s and where A is substituted with 1-5 R' : or a pharmaceutically acceptable salt 
or stereoisomer, thereof, 

38. (currently amended) The compound according to claim 37, wherein A is either a 
six-membered aryl or a five- or six-membered heteroaryl containing up to three 
heteroatoms and where A is substituted with 1-5 R^ or a pharmaceutically acceptable salt 
or stereoisomer, thereof. 


39. (previously presented) The compound according to claim 38, wherein R' is 
selected from -H, halo, trihalomethyl, -CN, -0R^ -N(R^)R^ -S02N(R^)R^ -C02R^ 
-C(=0)N(R')R^ -C(=NR^)N(R^)R\ .C(-NR^)R', -N(R')S02R\ -N(R^)C(0)R\ alkoxy, 
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C\.(,BikyU heterocyclyl, and heterocydy! Ci.ea!kyl; or a pharmaceutically acceptable salt 
or stereoisomer, thereof 

40. (previously presented) The compound according to claim 39, of formula 111, 



III 


wherein is hydrogen and at least one of is -OH; or a pharmaceutically acceptable 
salt or stereoisomer, thereof 

41. (previously presented) The compound according to claim 40, wherein the 
compound is either of Formula lla or Illb: 



Ilia lOb 


or a pharmaceutically acceptable salt or stereoisomer, thereof 

42. (previously presented) The compound according to claim 41, wherein is 
selected from ~H; trihalomethyl; Ci^alkyl optionally substituted with one group selected 
from alkoxy, bensylamino, and 2-oxo-pyrrolidinyl; aryl Cu,alkyl substituted on the aryl 
with 1 or 2 groups selected from alkyl and alkoxy; heterocyclyl optionally substituted 
with -C(0)Ot-Bu; and heterocyclyl Ci^ alkyl; or a pharmaceutically acceptable salt or 
stereoisomer, thereof 

43. (previously presented) The compound according to claim 42, wherein R^' is 
selected from -H, halo, trihalomethyl, -CN, -0R^ .N(R^)R^ -COjR', -C(=0)N(R^)R\ 
-N(R^)S02R^ -N(R'*)C(0)R^ -C(-0)R^ C,^ alkyl, heterocyclyl, heterocyclyl C,^ alkyl, 
and a six- or seven-membered heteroalicyclic formed by two adjacent of R^ together 
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with the annular atoms to which they are attached, said six- or seven-membered 
heteroalicyclic containing up to two heteroatoms; or a pharmaceutical !y acceptable salt or 
stereoisomer, thereof. 

44. (previously presented) The compound according to claim 43, wherein is 
selected from -H, halo, -0R^ -N(R'*)R\ Ci.6alkyl, heterocyclyl, heterocyclyl Ci-^ailcyl, 
and a six-or seven-membered heteroalicyclic formed by two adjacent of R^ together with 
the annular atoms to which they are attached, said six- or seven-membered 
heteroalicyclic containing up to two heteroatoms; or a pharmaceutical ly acceptable salt or 
stereoisomer, thereof 

45. (previously presented) The compound according to claim 44, wherein at least one 
of R^ is -OR"* and R^^ is C^^alkyl optionally substituted with 1, 2, or 3 halogen; Ci^alkyl 
optionally substituted with alkoxy; alkyl substituted with amino where the amino is 
optionally substituted with one or groups selected from methyl, ethyl, -CH2CH2OCH3, 
-CH2CH2N(CH3)2, -CH2CH2CH2N(CH:^)2, and 7V-methyl-pyrroHdin3-yl; and heterocyclyl 
where the heterocyclyl is optionally substituted with alkyl, acyl, NH2, alkylamino, 
dialkylamino, heterocyclyl, cyclohexyl, -CH2OCH3, •CH2C(0)NHCH(CH3)2, or 
-CH2OCH3; or a pharmaceutically acceptable salt or stereoisomer, thereof 

46. (previously presented) The compound according to claim 45, wherein at least one 
of is halo or methyl, or a pharmaceutically acceptable salt or stereoisomer, thereof 

47. (previously presented) The compound according to claim 46, wherein R^ is 
selected from -H, trihalomethyl, and Ci-6 alkyl optionally substituted with one group 
selected from alkoxy, benzylamino, and 2-oxo~pyrrolidinyl; or a pharmaceutically 
acceptable salt or stereoisomer, thereof 

48. (previously presented) The compound according to claim 44, wherein at least one 
of is -OR"^ and R"* is heterocyclyl Ci-6 alkyl where the heterocyclyl is a heteroalicyclic; 
or a pharmaceutically acceptable salt or stereoisomer, thereof 

49. (previously presented) The compound according to claim 48, wherein said 
heteroalicyclic is selected from the group consisting of dioxolanyl, piperidinyl, 
piperazinyl, 2-oxopipera2inyl, 2-oxopiperidinyl, 2-oxopyrrolidinyl, 2-oxoazepinyl, 
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azepinyl, 4-piperidonyl, pyrrolidinyl, morpholinyl, quinuciidinyl, tetrahydrofuryK 
tetrahydropyranyl, thiamorpholinyl, thiamorpholinyl sulfoxide, 2,5-dia2a- 
bicyclo[2.2J]heptanyl, and thiamorpholinyl sulfone; or a pharmaceutically acceptable 
salt or stereoisomer, thereof. 

50. (currently amended) Th e compound according to claim AA, A compound 
according to Formula 111a or Illb 



ma mh 

a 9. 


wherein 

e ach R' is independently selected from -H . halo , trihalome thyl -CN, -OR"*, ^NfR'^VR^ 
-SO^NrR^m'. XO.R^ -Cf-0)N(R')R^ X(-NR^)NfR')R". -C(=NR^)R^ 
-NfR^)SO>R^ -NfR')CfOm^ C i,r. alkvK heterocvclvl and heterocvclvl C i-r, alkvl: 
r'^ is selected from -H: trihalomethyl: C wj^ alkvl optionally substituted with one group 
selected from alkoxv. benzylamino. and 2>oxo-pvrrolidinvl: aryl C u^ jdkvl substituted 
on the aryl with 1 or 2 groups selected from alkvl and alkoxy: heterocyclyl optionally 
substituted with -CfOKH-Bu; and heterocvclvl Ci ,6 alkvl: and 
wherein at least one of is -OR"* and R"^ is alkyl substituted with at least one additional 
of alkoxyl, amino, dialkylamino, and monoalkylamino where the amino of the 
monoalkylamino is further sbustittued with A^-methyl-pyrrolidin3-yl and where each alkyl 
of monoalkylamino and dialkylamino are independently optionally substituted with -NH2, 
-NHCH3, or -N(CH-)2; or a pharmaceutically acceptable salt or stereoisomer, thereof 
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51. (previously presented) The compound according to claim 31, selected from Table 
3; or a pharmaceutical ly acceptable salt or stereoisomer, thereof 


Table 3 


Entry 

Name 

Structure 

10 

4-(7,8-bis(methyloxy>14(4-. 
methylphenyl)methyl]-3//- 
pyrazolo[3,4-c]isoquinolin-5- 
yl} phenol 

/ \ 
0 0 

12 

4-(7,8-bis{methyloxy)- 1 -{ [4- 
(methy]oxy)phenyl]methyl}- 
3//-pyrazolo[3,4-c]isoquinolin- 
5-yl)phenol 

/ \ 

o o 

H 


4-{7,8-bis(methyloxy> 1 -[(2- 
methylphenyl)methyI]-3//-' 
py razol o[ 3 ,4-c] i soqui nol i n-5 - 
yl} phenol 

/ \ 
O O 

H 

14 

4-{7,8-bis(methyloxy)-l-[(3~ 
methy]phenyl)methyl]-3//- 
pyrazol o[3 ,4«c]i soqui nol in-5 - 
yl}phenoI 

/ \ 
0 0 

H 

15 

4^[I~methyl-7,8« 
bis(methyloxy)-3//- 
pyra2olo[3,4-.c]isoquinolin'-5- 
yl]phenol 

/ \ 
O O 

H 
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Entry 

Nil me 

Structure 

20 

4-[U{[3A 
b i s(m ethyl oxy)pheny 1 ] m e thy 1 ) - 
7,8«bis(methyloxy)-3//- 
pyrazolo[3,4-c]isoquinoliii-5- 
yl]phenol 

/ \ 

O 0 
H 

21 

4-(7,8-bis(methyloxy>l-{[3- 
(methyloxy)phenyl]methyl }- 
3/y-pyrazolo[3,4-c]isoquinolin- 
5-yI)phenol 

^/ \ 

A-" 

fi 

22 

4-[l -ethyl-7,8-bis(methyloxy)- 
3//-pyrazolo[3,4-c]isoquinolin- 
5-yl]phenol 

/ \ 
o p 

H 

25 

4-[l-methyl-6,7,8- 
tris(methyloxy)-3//- 
pyrazolo[3,4-c]isoquinolin-5- 
yljphenol 

/ \ 

o p 

H 

n 

27 

4-[7,8-bi s(methyloxy 1 - 
{trifluoromethyl)-3//- 
pyrazolo[3,4-c]isoquinolin-5- 
yljphenol 

H 
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Tables 


Enfrv 

Mam A 

Oil Uviiir c 

28 

4-[l.{^methylethylH,8< 
bis(methyloxy)-3//- 
pyra2olo[3,4'-c]isoquinolin-5- 
yl]phenol 

/ \ 

O 0 
H 

29 

4-[7,8-bis(methyloxy)-3//- 
pyrazolo[3,4-c]isoquinolin-5- 
yljphenol 

0^ 0- 

H 

31 

4-[l-.methyl-6,8- 
bi s(methy 1 oxy )-3//- 
pyra2olo[3,4-c]isoquinolin-5- 
yljphenol 

\ 
0 

H 

32 

4-[6,8-bis(niethyloxy)-3//- 
pyra2olo[3,4-c]isoquinolin-5- 
yl]phenol 

\ 
0 

H 

34 

4-[6,7,84ri$(methyloxy)-3//- 
pyrazolo[3,4-c]isoquinoliii-5- 
yljphenol 

/ 

O O" 

N 
H 
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Tables 


Entry 

Name 

Structure 

35 

4-[ Umethy 1-7,8,9- 
tris(methyloxy)-3//- 
py razoIo[3 ,4-c]i soquinol in-5- 
yl]phenol 

/ \ 

0 0 
H 

36 

4-[ 1 -methy l-8-(methyloxy)-3//- 
pyra2o!o[3,4-c]isoquinolin-5- 
yl]phenol 

\ 

H 

37 

2-niethyl-441-methyl-7,8- 
bis(methyloxy)-3//- 
py ra7.olo[3,4-c]i soqui noIin-S- 
yI]phenol 

/ 

H 

38 

441-methyl-7,8- 
bi s(m ethy 1 oxy )-3// - 
py razol o[3 ,4-c] i soqui nol i n-5- 
y 1 ]-2-(methyloxy)phenol 

H 

39 

4-( 1 ~methyl-8«(methyloxy)-7- 
[(2-inorpholin-4-ylethyI)oxy]- 
3//-pyrazolo[3,4-c]isoquinolin- 
5-yl} phenol 

OH 

HN T ^ 
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Entry 

Name 

Structure 

40 

2-(ethyloxyH-[l -methyl-7,8- 

bis(methyloxy)-3^- 
pyrazolo[3,4-c]isoquinolin-5- 
yl]phenol 

0 0- 

N 
H 

41 

2-chloro-4-.[l-methyl-7,8-' 
bi s(methy loxy )-3// - 
py razol o[3 ,4-c]i soqui noli n-5 - 
yl]phenol 

/ 

H 

42 

2-fluoro-4-[l-methyl-'7,8- 
bis(methyloxy)-3//- 
pyrazolo[3,4-c]isoquinolin-5- 
yl]phenol 

/ 

0 0 — 

H 

44 

2-bromo-4-.[ 1 -methyl-7,8- 
bis{methyloxy>3//- 
py ra2olo[3 ,4-c] i soqui nol i n-5- 
yl]phenol 

n 

45 

1 - {[5-'(4-hydroxyphenyl>7,8- 
bis(methyloxy)-3//- 
pyrazolo[3,4-c]isoquinoli^l- 1 - 
yljmethyl ]pyrrolidin-2-one 

/ \ 

0 0 

N 
H 
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Table 3 


Entry 

Name 

Structure 



OH 

54 

4- { 1 >methyl-7-(methy loxy)-8' 
((pi peri din-4-y 1 methyl )oxy 
3//-py razoIo[ 3 ,4-c]i soqui nol i n- 
5-y I } phenol 




OH 

55 

4-( 1 -methyl-8-(methyloxy)-7- 
[(piperidin-4-ylmethyl)oxy]- 
3//«pyra2olo[3,4-c]isoquinolin- 
5-yl} phenol 

M r^NH 
HN J O 



/ ( 

0 o 

58 

4-[8-(ethy loxy > 1 -methyl*?- 
(methyloxy)-3//-pyrazolo[3,4- 
6]isoquinolin-5-yl]phenol 

H 





\ 
0 

59 

4-[l-methyl-8,9- 
bis(methyloxy)-3//- 
pyrazolo[3,4-c]isoquinolin-5- 
yl]phenol 

H 

60 

4-[7-(ethyloxy )- 1 -methyl-8- 
(methyloxy)-3//-pyra2olo[3,4- 
c]isoquinolin-5-yl]phenol 

V 

> N 

0 o 

^ N-< 

N 
H 
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Entry 

Name 

Structure 

61 

4- { 1 -methyl-8-(inethy loxy)-9- 
[(piperidin-4-ylmethyI)oxy]- 
3//-pyra2olo[3,4-c]isoquinolin- 
S-yl) phenol 

1 

63 

2-ethyM-[l-methyI-7,8- 
bi$(methyloxyV3//- 
pyrazolo[3,4-c]isoquinolin-5- 
yl]phenol 

/ 

0 0— 

H 

64 

4-( 1 -methyl-8-(methy loxy )-9- 
( [(1 -methylpiperidin-4- 
y 1 )methyl ]oxy } -3//- 
pyrazolo[3,4-c]isoquinolin-5- 
yI)phenol 

1 

HN-N 

65 

4-( 1 -methyl-7-(methyloxy)-8- 
{[( 1 -methyl pi peridin-4- 
yl)^lethyl]oxy}-3//- 
pyrazolo[3,4-c]isoquinolin-5- 
yOphenol 

NH 

Q 

OH 



\ 

66 

4-[ l,7-dimethyl-8-(methyloxy)- 
3iV-pyrazolo[3,4<*]isoquinolin- 
5-yl]phenol 

H 
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Tables 


Entry 

Name 

Structure 

67 

i;l-diniethylethyl 4-[5-.(4- 
hydroxyphenyl)-7,8'- 
bis(methyloxy)-3//- 
pyrazolo[3,4-c]isoquinol}n-l- 
y 1 ] piperi dine- 1 -carboxy 1 ate 

HN-N 

69 

2-chloro-4-[] -methyl-8,9- 
bi s(methy 1 oxy )'-3 //- 
pyrazolo[3,4-c]isoquinolin-5- 
yl]phenol 

1^ \ M 

H 

70 

2-fluoro-4-[ 1 -methyl-8,9-' 
bi s(methy 1 oxy )-3//- 
pyra2olo[3,4-c]isoquinolin-5- 
yl]phenoI 

F f>0' 
H 

71 

2-'methyl -4-[ 1 -methyl-8,9- 
bi s(methy ioxy>3//- 
pyrazolo[3 ,4-c] i soquinolin-5- 
yI]phenol 

0— 

H 

72 

2-bromo-4-[ I .methyl-8,9- 
bi s(methy 1 oxy )-3//- 
pyra2oIo[3 ,4-.c]i soqui nol Jn-5- 
yI]phenol 

Br /^S—O 
H 

76 

2-[(difluoromethyl)oxy]-4-[ 1 - 
methyl-7,8-bis(niethyloxy)-3//- 
pyra2olo[3,4-c]isoqumolin-5- 
yljphenol 

/ 

0 0 — 

Vo Q 

r 
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Tiibic 3 


Entry 

Name 

Structure 

78 

4-[ 1 ,9-dimethyl-8-{methyloxy)- 
3//-pyrazolo[3,4-c]isoqumoIin- 
5-yl]phenol 

\ 
o 

H 

79 

4-[6,9-difluoro-l -methyl-8- 
(m ethy 1 oxy ) -3 //-py razol o [ 3 , 4 - 
c]\ soqui nol in-5-y IJphenol 

\ 
0 

H 

80 

2-bromo4-{ l-m ethy 1-8- 
(methyloxy)-9-[(2-morpholin-' 

4-ylethyl)oxy]-3//- 
pyrazolo[3 ,4-c]i soqui noHn-5- 
yl}phenol 

N-NH 

1 i 

81 

2-chloro-4-{ 1 -methyl-8- 
(methyloxy)-9-[(2-TnorphoIin- 

4-ylethyl)oxy]-3//- 
pyra2olo[3,4-c]isoquinoiin-5- 
yl) phenol 

' CI 

82 

4-(7,8-bis(methyloxyV 1 - 
([(phenylmethyl)amino]methyl 
}-3//-pyrazolo[3,4- 
c]\ soqui nol i n-5 -y 1 )phenol 

/ \ 

0 p 

H 
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Tables 


Entry 

Name 

Structure 

83 

2,S-dimethyl-4-.[l-.methyU7,8- 

bis(methyloxy)-3//- 
pyrazolo[3,4-c]isoquinolin-5- 
yljphenol 

0 0- 

H 

85 

2,5-dichloro-4-[l-methy 1-7,8- 

bi s(methy 1 oxy )'-3//- 
pyrazolo[3,4-c]isoquinolin-5- 
yl]phenol 

/ 

0 0 — 

CI N 

87 

2-bromo4-( 1 -methyl-S- 
(methyIoxy)-9-'([(l- 
methylpiperidin-4- 
yl)methyl]oxy}-3//- 
pyrazolo[3,4-c]isoquinolin-5- 
yi jpnciiOi 

f 1 
HN-fg 

S8 

2-chloro4-( 1 -methyl-7- 
(methyIoxy)-8-([(l- 
methylpiperidin-4- 
yl)methyl]oxy)-3//- 
pyra2olo[3,4-c]isoquinolin-5- 
yl)phenol 

^N^ ^ CI 

89 

4-[9-fluoro- 1 -methyl -8- 
(methyIoxy)-3//-pyrazolo[3,4- 
c]isoquinolin-5-yl]phenol 

\ 

H 


Attorney Docket No.: i:X04-OI7C-US 
USSN: 10/565,657 


Page 18 of 47 


Entry 

Name 

Structure 

90 

4-( 1 -methyl -8-(methy loxy )-9- 
{ [2-(methyl oxy)ethy ijoxy } -3//- 
py razol o[3 ,4-c] i soqui nol i n«5- 
yl)phenol 

1 

91 

2-chloro-4-(l -methyl-8« 
(methyloxy)-9-{[(l- 
methylpiperidin-4- 
yl)methyl]oxy}-3//- 
pyrazolo[3,4-c]isoquinolin-5- 
yl)phenol 

f 1 

92 

4'-[6-bromo- l,7-dimethyl-8- 
(methyloxy)-3//-pyrazolo[3,4-' 
c]isoquinolin-5-yl]phenol 

N 
H 

93 

4-[6-fluoro- 1 -methyi-7,8- 
bi s(m ethy 1 oxy )- 3//- 
pyrazolo[3,4-c]isoquinolin-5- 
yl]phenoI 

/ \ 

o p 

H 

94 

4-[9-chloro-l,7-dimethyI-8- 
(methyloxy)-'3A/-pyrazolo[3,4- 
c]isoquinolin-5-yl]phenol 

\ 

\ /° 
H 
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Entry 

Mame 

Structure 

95 

2-chloro^-[8-{[(l- 
ethylpiperidin-4- 
yl)methyl]oxy}-l-methyl-7-' 
(methyl6xy)-3Jy-pyra2olo[3,4- 
c] i soqui nol i n-5~y I Jphenol 

\^Ns^ ^0 CI 

96 

3-chloro~4-[l-niethyI-7,8- 
bi s(m ethyl oxy )-3 //- 
py razol o[3 ,4~c]i soqu i nol in-5 - 
yl]phenol 

/ \ 
0 0 

H 

97 

4-(l-methyI-8,9-bis{[2- 
(methy loxy )ethy 1 ]oxy } -3//- 
pyrazolo[3,4-c]isoquinolin-5- 
yl)phenol 

/ 
Ok 

N 
H 

98 

4-( I -methyl-3//-pyrazolo[3,4- 
c]isoquinolin-5-yI)phenol 


99 

2-chloro-4-(UmethyU3//~ 
pyrazolo[3,4-c]isoquinolin-5- 
yl)phenol 

H 

100 

2-brofno-4-( 1 -methyl-3jfi^- 
pyrazolo[3,4-6]isoquinolin-5- 
yl)phenol 

N 
H 
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101 

2-chl oro-4-[ 1 , 7-di methy 1 -8- 
(methyloxy)-3//-pyrazolo[3,4- 
c]isoquinolin-5-yl]phenol 

N 
H 

102 

2-bromo-4-[ 1 J-dimethyl-S- 
(methyloxy)-3//~pyrazoIo[3,4- 
c]isoquinolin-5-yI]phenol 

H 

103 

2-chloro4-[ 1 -methy l-8-( 

methyl ethyl )piperidi n-4- 
yljmethyl }oxy)-7-(methyIoxy)- 
3//-pyrazolo[3,4-c]isoquinolin- 
S-ylJphenol 

N-NH 

V^N^ CI 
1 

104 

4-[9-bromo-l-methyl-8- 
(methyloxy)-'3//-'pyrazoIo[3,4'- 
c]isoquinolin-5-yl]phenol 

\ 

fVer 

H 

105 

4-[7-chloro-9-flluoro-l -methyl- 

8-(methyloxy)-3//- 
pyrazolo[3,4-c]isoquinolin-5- 
yl]phenol 

\ 

CI 0 
H 
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106 

4- [ 8 - { (( 1 -acetyl pi peri di n-4- 
yl)methyl]oxy}-l-rnethy!-7- 
(methyl oxy)-3^-pyrazoIo[3 ,4- 
c3isoquinolin-5-yl]-2- 
chlorophenol 

N-NH 

•x^N^ /O CI 

II 

0 

107 

4-[9-{[(l -acetylpiperidin-'4- 
yl )methy 1 ]oxy ) - 1 -methyl -8- 
(methy loxy )-3//-py razolo[3 ,4- 
c]isoquinolin-5-yll-2'- 
bromophenol 

? 1 

HN-N 0 

108 

2«chloro-4-.(l -methyl-9-. 
(methyloxy>8-{[2- 
(methy loxy)ethyl]oxy } -3//- 
pyra2oIo[3,4'-c]isoquinoHn-5- 
yl)phenol 

OH 

. &' 

HN T 1 ^ 

109 

• 

4-[7-fluoro-l-methyl-8- 
(methyloxy)-3//-pyra2olo[3,4- 
c]isoquinoIrn-5-yl]phenol 

\ 

F. 0 
H 

110 

2-chloro-4-(Umethyl-8,9- 
bi s { f 2-'(m ethy 1 oxy )ethy 1 ]oxy ) - 
3//-pyrazolo[3,4-c]i soquinoiin- 
5-yl)phenol 

/ 
0 
) 

CI f y-o 

H 
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111 

« 

2-bromo-4-( 1 -methyl-.8,9- 
bi s { [2''(methy loxy )ethy l]oxy ) - 
S/f-py razol o[3 ,4-c] i soqui nol i n- 
5-yl)phenol 

/ 

°> 
( 

" N=< \ 

H 
H 

112 

2-chloro4-( 1 -methyl-8- 
{methyloxy)-9-{[2- 
(methyloxy)ethyl]oxy } -3//- 
pyrazolo[3,4-c]isoquinoliii-5- 
yl)phenol 

N-NH 
1 CI 

113 

2-bromo4-{ 1 -methyl-S- 
{methyloxy)-9-{[2- 
(methy loxy)ethyl ]oxy } -3//- 
pyra2olo[3,4-c]isoquinolin-5- 
yl)phenol 

N^NH 
^ Br 

114 

341uoro-4-[l -methyl-7,8- 
bis(methyloxy)-3//- 
pyrazolo[3 ,4-c]i soqui nolin-S- 
yl]phenol 

/ \ 
O O 

H 

115 

2-chloro-4-(l -methyl-?- 
(methyloxy>8-{[2- 
{methyloxy)ethyl]oxy}-3//- 
pyra2olo[3 ,4-c]isoqui noIin-5- 
yOphenol 

/ 

O 0-\ 

N " 
H 


Attornev Docket No.: EXO4-0I7C-US 
USSN: 10/565,657 


Page 23 of 47 


Tables 


Entry 

Name 

Structure 

116 

2-bromo-4.( 1 -methyl -7- 
(methyloxy)-.8-{[2- 
(methyloxy)ethyl]oxy}-3//- 
pyrazolo[3,4<*]isoquinolin-5- 
yl)phenoI 

/ 

0 o-\ 
sr. H ^ 

H 

117 

2-chloro-4-(l «.methyl-7,8- 
bi s { [2-(methy 1 oxy )e thy 1 ]oxy ) - 
3jV-pyrazolo[3,4-c]isoquinoHn- 
5-yl)phenol 

0— 
H 

118 

2-bromo-4-( 1 -methy 1-7,8- 
bi s ( [2-(ni ethyl oxy )ethy 1 ]oxy } - 
3//-pyrazolo[3,4-c]isoquinolin- 
5-yl)phenol 

0— 

H 

H 

120 

4-(6,9-di f1 uoro- 1 -methyl -8- { [2- 
(methyloxy)ethyl]oxy }-3//- 
pyrazolo[3,4-c]isoquinolin-5- 
yl)phenol 

OH 

121 

2-chloro-5-fluoro-4-[l -methyl- 

7,8-bis(methyloxy>3//- 
pyra2olo[3,4-c]isoquinolin-5- 
yl]phenol 

/ 

0 o— 

F- N'" 
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122 

2-bromo-5-fluoro4-[ 1 -methy 1- 

7,8-bis(inethyloxy)-3//- 
pyra2olo[3,4-c]isoquinolin-5- 
yljphenol 

/ 

0 o- 

c N 
*^ H 

123 

4.[9-fluoro-l -methy 1-7,8- 

bis(methyloxy)-3//- 
benzo[e]indazol-5-yl]phenol 

H 

125 

j-Tiuorc>-*t-^ i-meinyi- /- 
(methyloxy)-8-{[2- 
(methy loxy)ethyl ]oxy } -3//- 
py razol o[ 3 ,4-c]i soqui nol in-5 - 
yOphenol 

On 



OH 

126 

4-<6,9-difluoro 1 -methyl -8- { [2- 

(methyloxy)ethy 1 ]oxy ) -3//- 
py razol o[3 ,4-6*]i soqui nol in-S - 
yI)-3-fluorophenol 

HN T T ° 

N*\ F 

127 

2-chl oro-4-(6,9-di fl uoro- 1 - 

methyl-8-{[2- 
(methyloxy)ethyl]oxy}-3//- 
pyrazolo[3,4-'C]isoquinolin-5- 
yOphenol 

C, F-M-F 
H 
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128 

2-chloro-4-[8-(ethyloxy)-l- 
methyl-7-(methyloxy)-3//- 
pyra2olo[3,4-c]isoquinolln-5- 
yI]phenol 

H 

129 

2-chloro-4-[6-chloro-l -methyl- 

7,8-bis(methyloxy)-3//- 
pyra2olo[3,4'-c]isoquinolin'-5- 
yl]phenol 

H 

V-CI CI 
-0 p 



OH 

130 

3-nuoro-4-(i-methyU9- 
(methyloxy>8-{[2- 
(methyloxy)ethyI]oxy)-3//- 
pyrazolo[3,4-c]isoquinoIin-5- 
yI)phenol 

HN T 1 0 

131 

2-chloro-4-(lJ-dimethyl-8-{[2- 
(methyloxy)ethyl]oxy l-S/Z- 
py razol o[ 3 ,4-c]i soqui nol i n-5 - 
yOphenol 

N " 
H 



OH 

132 

3-fluoro*4-(6-fluoro- 1 -methyl- 
7-(niethyloxy)-8-{[2- 
(methy loxy )ethy l]oxy } -3//- 
pyra2olo[3,4-c]isoquinolin-5- 
yl)phenol 

HN jT'^'^^O'^^^'^ 
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133 

2-chloro-4'-[l -methyl-8-[(l - 

methylelhyl)oxy]-7- 
(methyloxy)-3Ar-pyrazolo[3,4- 
c]i soqui nol i n-5-y 1 Jphenol 

H 

134 

2-chloro-'4''{ 1 -methyl-7- 

(methyloxy)-8-[(2- 
methylpropyl)oxy]-3//- 
pyrazolo[ 3 ,4-c]i soqui nol in-5- 
yl jphenol 

N-NH 
' ^0 CI 

135 

2-bromo-5-fluoro-4'( 1 -methyl- 
7-(methyloxy)-8-{[2- 
(methy loxy )ethy 1 ]oxy } -3//- 
pyra2olo[3,4-c]isoquinolin-5- 
yl)phenoI 

/ \ ^ — \ y-oH 
o M ^ 

136 

4-[7,8-bis(methyloxy)-3//- 
py razol o[ 3 ,4-c]i soqui nol in-S « 
yl]-2-chlorophenol 

H 

^\ — \ / 
-0 ;d 

137 

4-[7,8-bi s{methy 1 oxy )- 1 - 
(trifluoromethy 1 )-3/i^- 
. pyrazoIo[3,4-c]isoquinolin-5- 
yl3-2-chlorophenol 

0 - 

H 


Altorncv I>>ckcl No.: I-X04-0I7C-US 
USSNr 10/565,657 


Page 27 01*47 


Table 3 


Entry 

Name 

Structure 

138 

4- { 7, 8-bi s{methy loxy )- 1 - 
[(met hy loxy )methy 1 ]-3//- 
py razol o[3 ,4-c]i soqui nol in-5 - 
yl}-2-chlorophenol 

/ 

0 0 — 

H 

139 

2-chloro-4-(l-methyl-3^- 
[l,3]dioxolo[4,5- 
g]pyra20lo[3,4-c]isoquinolin-5- 
yI)phenol 

0 p 

N 
H 

140 

2-chloro-4-( 1 -methyl-8,9- 
dihydro-3//-[l,4]dioxino[2,3- 
g]pyrazolo[3,4-c]isoqu!nolin-S- 
yOphenol 

0 0 

H 

141 

2-chloro-4-(l -methyl-9, 1 0- 
dihydroo//,8//- 
[l,4]dioxepino[2,3'- 
g]pyrazolo[3,4-c]isoquinolin-5- 
yl)phenoI 

0 p 

N ^ 
H 

142 

2-chloro4-[7- 

[(difluoromethyl)oxy]- 1 - 
methyI-8-(methyloxy)-3//- 
py razol o[ 3 ,4-c]i soqui nol in-5- 
yl]phenol 

0 0- 
H 
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143 

2-chloro-5-fluoro-4-(6-fIuoro- 
1 -m ethyl-9-(methyloxy)«8-{ [2- 
(methyloxy)ethyl]oxy}-3^- 
pyra2olo[3,4-c]isoquinolin-5- 
yl)phenol 

N-NH 

^0 CI 

144 

2-chloro-4-(6,9-'difluoro- 1 - 

methyl-8-{[2- 
(methy loxy)ethyl]oxy ) -3//- 
pyrazolo[3,4-c]isoquinolin-5- 
yl)-5-fluorophenol 

CI F— <f V-F ^ 
H 

145 

2~chloro-4-{l l-methyl-2,3- 
dihydro-9//-[l ,4]dioxino[2.3- 
flpyra2olo[3,4-c]isoquinolin-7- 
yl)phenol 

CI 

N 
H 

146 

2-chloro-5-fluoro-4-(l 1- 
methyl-2,3-dihydro-9//- 
[l,4]dioxino[2,3-. 
f]py razol o[3 ,4-c] i soqui nol in-7- 
yl)phenol 

Nf^N F 
CI 

147 

2-chloro-4-[ 1 -methyl-6,7,8- 

tris(methyloxy)-3//- 
pyra2olo[3,4-c]isoquinolin-'5- 
yl]phenol 

/ 

0 o — 

CI \)-/^ 
H 
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148 


2-bromo-4-(6,9-difluoro- 1 - 

methyl-8-([2- 
(methy loxy )ethyl]oxy } -3i/- 
pyrazolo[3,4-c]isoquinolin-5- 
yl)-S-fluorophenol 



149 


7-{3-chloropheny I)- 11 -methy I- 
2,3-dihydro-9//- 
[l,4]dioxino[2,3- 

f|pyrazolo[3,4-c]isoquinoline 



150 


2-chIoro-5-fluoro-4-(6-fluoro- 
1 -niethyl-8,9-dihydro-3//- 
[l,4]dioxino[2,3- 
g]pyrazolo[3,4-c]isoqumolin-5- 
yl)phenol 



151 


2-chloro-4- ( 1 -methyl-7- 
(methyloxy)-8- 
[(tetrahydroftiran-2- 
ylmethyl)oxy]-3//- 
pyrazolo[3,4-'C]isoquinolin-5- 
yl}phenol 



152 


2-chloro-4-{ l-methyl-7- 
(methyloxy)-8-[(tetrahydro-2//- 
py ran-2 -y 1 m ethyl )oxy ] -3//- 
pyrazolo[3,4'-c]isoquinolin-5- 
yl) phenol 



153 


2-'Chloro-4«{ 1 -methyl-?- 
(methyloxy)-8-[(2,2,2- 
trifluoroethyl)oxy]-3//- 
pyrazolo[3,4-c]isoquinolin-5- 
yljphenol 
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154 

2-chloro~5-fluoro4-[9-fluoro- 
1 -methyl-6,7,8-tris(methyloxy)- 
3//-py razo! o[3 soquinol in- 
5-yl]phenol 

/ 

0 o — 
CI \>-^~\-F 

F N 
H 

155 

5-{3-chloro-4-hydroxyphenyl> 

6,9-difluoro- 1 -methyl-3//- 
pyrazolo[3,4-c]isoquinolin-8-ol 


156 

6,9-difluoro-5-(2- 
fl.uorophenyl)-l-methyl-8«{[2- 
(methyloxy)ethyl]oxy}-3//- 
pyra2olo[3,4-c]isoquinoline 

\ / 

157 

2-chloro-4-{8- 
[(difluoromethyl)oxy]-6,9-' 
difluoro-l -methyl -3//- 
pyra2olo[3,4-c]isoquinolin-5- 
yljphenol 

N-NH 

F-^O-^F V^OH 

CI 

158 

2-chloro-4-(6,l l-difluoro-1- 
methyl-8,9-dihydro-3//- 
[l,4]dioxino[2,3'- 

(irlftvrA7<^l ^ ii nnii n-S- 
yl)-5-fluorophenol 

0 0 
CI F-^ V-F 

F " N'^ 

159 

4-(l-methyl-3//- 
benzo[e]inda20l-5-yl)phenoI 

H 
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160 

6-fluoro7«(2-fluorophenyl)-l 1- 
methyK2,3-dihydro-9^r. 
[l,4]dioxino[2,3- 
f]pyra2olo[3,4-'C]isoquinoline 

N-NH 

\| N F 
O F 

161 

2-chloro-4-{ Umethyl-7- 
(methyloxy)-8-[(tetrahydro-2//- 
pyran-4*ylmethyl)oxy]-3//- 
pyrazolo[3,4-c]isoquinolin-5- 
yl) phenol 

N-NH 

>0 CI 

162 

2-chloro-4-[8-([2- 
(ethyloxy)ethyl]oxy}-l-methyl- 

7-(niethyIoxy)-3//- 
pyra2olo[3,4-c]isoquinolin-5- 
yl]phenol 

/ 

o o-\ 

c, M °^ 

N 
H 

164 

3-fluoro-4-(6-fluoro-l 1-methyl- 
2,3-dihydro-9/f- 
[l,4]dioxino[2,3- 

fjpy razol o[3 ,4-c] i soqui nol in-7- 
yl)phenol 

N-NH 

\| N F 

165 

2-chloro-5-fluoro-4-(6-fluoro- 
1 l-methy]-2,3-dihydro-9//- 
[l,4]dioxino[2,3'- 
f]pyra2olo[3,4-c]isoquinolin-7- 
yl)phenol 

N-NH 
II F 

CIjCXX 

F OH 
CI 

166 

2-chloro4-[8-(cycIopentyloxy)- 
1 -methyl-7-(methyloxy)-3//- 
pyrazolo[3,4-c]isoquinoHn-5- 
yljphenol 

N-NH 

CI 
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167 

2-chloro4-( 1 -methyl-7-( 1 - 

methyiethyI>-8-([2- 
(methyloxy )ethyl]oxy } -3//- 
pyrazolo[3,4-c]isoquinolin-5- 
yl)phenol 

N 
H 

168 

2-chIoro-4-.[9-ethyM -methyl-8- 
(methyl oxy )-3//-pyrazol o[3 ,4- 
c]isoquinolin-5-yl]phenol 

N 
H 

169 

2-chloro-4-(6,9-difluoro- 1 - 
methyl-8-{ [(1 -methylpiperidin- 

4~yl)methyl]oxy}-3//- 
pyrazolo[3,4-c]isoquinolin-5- 
yl)phenol 

N^NH 

K J CI 

170 

5-(3-chloro-4-hydroxyphenyI)- 

8-fluoro-l -niethyl-7- 
(methyloxy)-3//-pyrazolo[3,4- 
c]isoquinolin-6-ol 

/ 

0 F 
HO--/ \ 

CI , N'^ 

171 

2-chloro-4-(6-fluoro- 1 -methyl- 
7-(methyloxy)-8-{[(l- 
melhylpiperidin-4- 
y I )m ethy I ] oxy } -3 
pyrazolo[3,4-c]isoquinolin-5- 
yl)phenol 

N-NH 


AHorncv Dockcl No.: EX04.0I7C.US 
USSN: 10/565,657 


Page 33 of 47 


Tables 


Entry 

Name 

Structure 

172 

2-chloro-4-(6-fluoro-l-methyI- 
8,9-bis{[2- 
(methyIoxy)ethyl]oxy}-3//- 
pyrazolo[3 ,4-c]isoquinolin-5- 
yl)phenol 

/ 

CI V y—o 

H 

173 

5-[3-chloro-4- 
(methyloxy )phenyl]-6-fluoro-l - 
methyl-7-(methyIoxy>8-.{[(l- 
methyl piped di n-4- 
yl)methyl]oxy } -3//- 
pyrazolo[3,4-c]isoquinoline 


NH 

w 

0— 

174 

5-[3-chloro-4- 
(m ethyl oxy)phenyl ]-8-fluorol - 
methyU7-(methyloxy)-3^^- 
pyra2olo[3,4-c]isoquinoIin-6-ol 

O F 

hohH 

CI N'^ 

176 

2-chl oro4 - { 6-fl uoro- 1 -methyl - 
7-(methy 1 oxy )- 8- [(2 -pi peri di n- 

1-yiethyl)oxy]-3//- 
pyrazolo[3,4-6']isoquinolin-5- 
yl) phenol 

N-NH 

CI 

177 

2^hloro-4.[8-([2-(4- 
ethylpiperazin- 1 -yl)ethyl]oxy }- 

6-fluoro- 1 -methyl -7- 
(methyloxy)-3//-pyrazolo[3,4- 
c]i soqui nol in-5-y IJphenol 

N-NH 

CI 
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178 


2-chloro-4-[8-([2- 
(di ethyl ami no)ethy 1 ]oxy } -6- 
fluoro- 1 -methyU7~(methyloxy)- 
3.//-py razol o[3,4-c]i soquinolin- 
5-yl]phenol 


N-NH 









a 

/ 


0^^ 0 



179 


2-chIoro-4-(6-fluoro-l -methyl- 
7-(methyloxy)-8-{[2- 
(methyloxy)ethyl]oxy } -3//- 
pyra2olo[3,4-c]isoquinolin-5- 
yl)phenoI 



182 


2-chloro-4-(6-fluoro-l -methyl - 
9-(methyloxy>-8-{[(l- 
methylpiperidin-4- 
yi)methyl]oxy)-3//- 
pyrazoIo[3,4-c]isoquinolin-5- 
yl)phenol 



OH 


183 


2-bromo-4'-(6-'fluoro-l -methyl- 
9-(methyloxy>8-([(l- 
methylpiperidin-4- 
y I )m ethy 1 ] oxy } -3 H- 
pyra2olo[3,4-c]isoquinolin-5- 
yl)phenol 



184 


2-chl oro-5-fl uoro-4-(6-fl uoro- 
1 -methyl-9-(methyloxy)-8-{[(l - 
methylpiperidin-4r. 
yl)methyl]oxy } -3//- 
pyra2olo[3,4-c]isoquinolin-5- 
yl)phenol 


N-NH 



1 

N 

F 


F 




CI 


OH 
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185 


4-(6-fluoro- 1 -methy 1-9- 
(methyIoxy)-8-{[(]- 
methylpipericlin-4- 
yI)methyl]oxy}-3^- 
pyrazolo[3,4-c]isoquinoiin-5- 
yl)-2-methylphenol 



186 


2-'Chloro-4-{6,9'-difluoro-l - 
methyl-8-[(2-piperidin-l- 
y 1 ethyl )oxy ] -3//-py razol o[3 ,4- 
c]isoquinolin-5-yI }phenoI 



2-chloro-4.(8-{[2-(4- 
ethylpiperazin- l-yl)ethyl]oxy }- 
187 6,9-difluoro-l-methyl-3//- 
pyra2olo[3,4-c]i$oquinolin-5- 
yI)phenoi 



2-chIoro-4-(8^{[2- 
(diethyl ami no)ethy 1 ]oxy } -6,9- 
1 88 di fluoro- 1 -methyl -3//- 

pyrazolo[3,4-c]isoquinolin-5- 
yOphenol 



OH 


6,9-difluoro-5-{lF-indol-5-yl)- 
191 1 -methyl-3//-pyra2oIo(3,4- 
c]isoquinolin-8-ol 



5-(4-ami nophenyl ) -6,9- 
193 difluoro- 1 -methyl -3//- 

pyra2oIo[3,4-c]isoquinolin-8-ol 
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2-chloro4-{6-fluoro- 1 -methyl- 
7-(methyloxy)-8-{[2-(4- 
194 methylpiperazin-l- 

y I)ethyl]oxy ) -3//-py razolo[3 ,4- 
c]isoquinolin-5-yl)phenol 



S-Cl-amino-l ,3-thiazol-5-yl)- 
195 6,9-difluoro- l-methyl-3//- 
py razol o[3 ,4-c]i soqui noli n-8-ol 



2^hloro^-[8-{[2-{4- 
ethylpiperazin- 1 -yl)ethyl]oxy }- 
1 96 6-fluoro- 1 -methyI-9- 

(methyloxy)-3//-pyra2olo[3,4- 
c]isoquinoUn-5-yl]phenol 



2-chloro-'4-(6-fluoro- 1 -methyl- 
9-(methyloxy)-8-{[2-(4- 
197 methylpiperazin-l- 

yl)ethyl]oxy}-3//-pyrazolo[3,4- 
c]isoquinolin-5-yI)phenol 



OH 


5-(6-aminopyridino-yl)-6,9- 
198 difluoro-l-'methyl-3//- 

pyrazolo[3,4-c']isoquinolin-8-ol 



5-(5-aniino2-thtenyl)-6,9- 
1 99 difluoro- 1 -methyl-3//- 

pyrazolo[3,4-c]isoquinolin-8-ol 
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Entry 

Name 

Structure 

200 

2-chloro-4-[8-{[3-(4- 
ethylpiperazin-1- 
yl)propyl]oxy}-6-fluoro-l- 
methyI-9-(methyloxy)-3//- 
pyrazolo[3,4-c]isoquinoIin-5- 
yljphenol 

NH 

' ^ — ^ CI OH 

201 

2-chloro-4-(6-fluoro-l -methyl- 
9-(methyloxy)-8-{ [3-(4- 
methylpiperazin-1 - 
yl)propyl]oxy}-3//- 

yI)phenol 

NH 

^ — ^ a OH 

202 

6,9-difluoro-5-(l//-indol".6«yl)- 
1 -niethyI-3//-pyra2olo[3,4- 
c]isoqutnolin-8-oI 

N-NH 
HO^^-^F 

H 

203 

N-[5-(6,9-difluoro-8-hydroxy- 

1 -methyl-3//-pyrazolo[3,4-' 
c]isoquinolin-5-yl)-l,3-thiazoU 
2-yl]acetamide 

OH 

206 

2-chl oro-4- { 6-fl uoro- 1 -methy 1 - 

9-(methyloxy>8-[(2- 
m orphol i n -4-yl ethyl )oxy ] -3 //- 
pyrazolo[3,4-c]isoquinolin-5- 
yl) phenol 

N-NH 
^ V 

C! 

207 

4.[8-({2- 
[butyI(ethyl)amino]ethyl }oxy)- 

6-fluoro- 1 -methyl-9- 
(methy 1 oxy )-3 //-py razol o[3 >4- 
c]isoquinoIin-5-yl]-2- 
chlorophenol 

N-NH 

CI 
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Structure 

208 

4.[8.{[(2/^).2^amino-3- 
methy lbutyl]oxy ) -6-f!uoro- 1 - 

methyl-9-(methyloxy)'-3//- 
pyra2olo[3,4-c]isoquinolin-5- 
yl]-2-chlorophenol 

N^NH 

A. CI 

209 

2-chIoro-4-'(6-fluoro-l -methyl- 
9-(methyloxy)-8-([2-(U 
methylpiperidin-4- 
y l)ethyl]oxy } -3//-pyrazolo[3,4- 
c]i soqui nol i n-5 -y 1 )phenol 

N-NH 

CI 

210 

2-chIoro-4-[8-{[(l- 
ethylpiperidin-4- 
y 1 )m ethyl ]oxy } -6-fl uoro- 1 - 
methyl-9-(methyloxy)-3//- 
pyrazolo[3,4-c]isoquinolin-5- 
yl]phenol 

N-NH 

\^Ns^ CI 

212 

5-(5-amino-l ,3,4-thiadiazol-2- 
yl)-6,9-di^^uo^o-l -methyU3//- 
pyra2oIo[3,4-c]isoqutnolin-8-ol 

H 

HO 

213 

4-[8-{[(2/^)-2-amino-3,3- 
dimethylbuty 1 ]oxy } -6-fluoro- 1 - 

methyl-9-(methyIoxy)-3//- 
pyrazolo[3,4-c]isoquinolin-5- 
yl]-2-chlorophenol 

P 

CI F— /"V-O^ 

N ^ 
H 
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Name 


Structure 


214 


2"Chloro4-[6-fluoro-1 -methyl- 
9-(methyloxy>8-({2-[4-(2- 
methylpropyl)piperazin« 1 - 

yl]ethyl }oxy)-3//«pyra2olo[3,4- 
c]i soqu i nol i n-5-y 1 ]phenol 



215 


2-chloro-4-[8.{[2-(5-ethy|.2,5. 
diazabicyclo[2.2. ]]hept-2- 
yl)ethy 1 ]oxy } -^-fluoro 1 - 
methyl-9-(methyloxy)-3//- 

py razol o[3 ,4-crJi soqui noHn-S - 
yljphenol 


N-NH 



216 


2-chloro-4-[6-fluoro-l -methyl- 

8-({2.[4.(l. 
methylethyOpiperazin-l - 
yl ]ethyl } oxy)-9-(niethy loxy)- 
3//-pyrazolo[3,4-c]isoquinolin- 

5-yl]phenol 



217 


4-[8-{[2-(3.amino8- 
a2abicyclo[3 .2. 1 Joct-S- 
y l)ethy I ]oxy ] -6-fluoro- 1 - 
methyl-9-(methyloxy)-3//- 
pyra201o[3,4-c]isoquinolin-5- 
yl]-2-chlorophenol 


N-NH 



218 


2^chloro-4-[8-{[2.{l- 
ethylpiperidin-4-yl)ethyl]oxy }- 

6-fluoro-l-methyl-9- 
(methyloxy)-3//-pyrazolo[3,4- 
c]isoquinolin-5-yl]phenol 
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219 

2-chloro4-[8-{[2- 
(diethylamino)ethyl]oxy } -6- 
fluoro-l -methyl-9-(methyloxy)- 
3//-pyrazolo[3,4-c]isoquino!in-' 
5-yl]phenol 

' a 

220 

2-chloro5- ( 6-fluoro I -methyl- 
9-(niethyloxy)-8-[(2-pyrro!idin- 
l-ylethyI)oxy]-.3//- 
pyrazolo[3,4-c]isoqu!nolin-5- 
yl} phenol 

r-N F f y-OH 

o H 

223 

2-chloro-4-[6-fluoro- 1 -methyl- 

8-[(8~niethyl-8- 
azabicyclo[3.2. 1 ]oct-3-yl)oxy]- 

9-(methyloxy)-3//- 
pyra2olo[3 ,4-c]isoquinolin-5- 
yljphenol 

OH 

HN T 1 ° 

224 

2-ch1oro4-{6-fluoro-l -methyl- 

9-(methyloxy)-8-[(3-pyrroiidin- 
1 -ylpropyl)oxy]-3//- 
pyrazolo[3,4-c]isoquinoliii-5- 
yl) phenol 

N-NH 

VJ a 

225 

2-chloro-4« {6-fluoro- 1 -methyl- 
9-(methy 1 oxy )-8-[(3 -pi peridi n- 

l-ylpropyl)oxy]-3//- 
pyrazolo[3,4-c]isoquinolin~5- 
yl) phenol 

N-NH 
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226 

2-chl oro-4- { 6-11 uoro- 1 -methyl - 

9-.(methyloxy)-8-[(3- 
morphol i n-4-y 1 propyl)oxy ]-3//- 
pyrazolo[3,4-c]isoquinolin-5- 
yljphenol 

N-NH 

0^ CI 

227 

2.chloro-4.[8.({2.t[2- 
(dimethylatnino)ethyi](Tnethyl) 
amino]ethyl ) oxy)-6-fluoro- 1 - 

methyl -9-(methyloxy)-3/f- 
pyra20lo[3,4-c]isoquinolin-5- 
yijphenol 

N-NH 

•^^^^^O-'^^F V^OH 
1 CI 

228 

2-chlor<>4-[8-((2-[[2- 
(diethylamino)ethyi](methyl)a 
minojethyl ) oxy )-6-fluoro 1 - 
methyl-9-<methyloxy)-3jV- 
pyrazo]o[3,4-c]isoquinolin-5- 
yl]phenol 

OH 

229 

2-chloro-4-[8-({2-[[2- 
(di methyl am ino)ethyl ](ethyl )a 
mino]ethyl }oxy)-6-fluoro- 1 - 
methyl-9-(methyloxy)-3//- 
pyra2olo[3,4«c]isoquinolin-5- 
yl]phenol 

OH ' 

HN T T ^ 

230 

4.[8.[(2-{bis[3. 
(di methyl am i no)propy 1 ] am i no } 
ethyl)oxy]-6-fluoro-l-methyl-9- 
(methyloxy)-3//-pyra2olo[3,4- 
c]isoquinolin-5-yl]-2- 
chlorophenol 

OH 1 
N^*\ Ov, 
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231 


2-chl oro-4-[6-fluoro- 1 -methyl - 
8-({2-[methyl(l. 
methyl pyrrolidin-3- 
yl)amino]ethyl }oxy)-9- 
(m ethy I oxy )-3 //-py razol o[3 ,4- 
c]\ soqui nol i n-5-y Ijphenol 



232 


2-chl oro-4- { 6-fluorol -methyl- 
9-(methyloxy)-8-[(2-{(2S>2. 
[(methyloxy)methyl]pyrroIidin- 

l-yl)ethyl)oxy]-3//- 
pyrazolo[3,4-c]isoquinolin-5- 
yl} phenol 



HN-N 


233 


2-chloro-4-(6«fluoro-l -methyl- 
9-(methyloxy)-8-{[2-(4- 
pyrrolidin-1 -ylpiperidin-l - 

y 1 )ethy 1 ] oxy ) - 3//-py razol o[ 3 ,4- 
c]i soqui nol i n-5-y 1 )phenol 



OH 


234 


2-chlorO"4-[8.{[2.(4- 
cyclohexylpiperazin-l - 
yl)ethyl]oxy } -6-fluoro- 1 - 
methyl-9-(methyloxy)-3//- 
pyrazolo[3,4-c]isoquinolin-5- 
yljphenol 


N-NH 



235 


2.[4.(2-{[5-(3-chloro-4- 
hydroxyphenyl)-6-fluoro- 1 - 
methyl -9-(methyloxy)-3 //- 
py razol o[3 ,4-c]i soquinol i n-8- 
yl ]oxy } ethyl )piperazin- 1 -yl]-A^- 
(l-methylethyl)acetamide 
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236 

4-[8.([2-(l,4^bipiperidtn-r« 
yl)ethyl ]oxy } ~6-fluoro 1 « 
methyl -9-(methy I oxy)-3 //•' 
py^azolo[3,4-c]isoquinolin-5- 
yl]-2-chlorophenol 

CI N-"^ 
CI N 

237 

2-chloro-4-[6-fluoro- 1 -methyl-. 
8-{ [2-(4-methyl-l ,4-diazepan- 
1 -y l)ethyl]oxy ) -9-(methyloxy)- 
3//-pyra2olo[3,4-c]lsoquinoIin- 
S-vllnhftnol 

Cl"^ N'"^ 
H 

238 

2-chloro-4-(6-fluoro- 1 -methyl- 
9-(methyloxy)-8-([2-(4- 
pyridin-2-ylpipera2in-l - 

y l)ethyl]oxy } -3//-pyrazolo[3,4- 
c]isoquinolin-5-yl)phenol 

N-NH 

CI 

239 

2-chloro-4-[8-{[2-(2,6- 
dimethy 1 morphoIin-4- 
yl)ethyl]oxy }-6-fluoro- 1 - 
methyl-9-(methyloxy)-3//- 
pyrazolo[3,4-c]isoquinolin-5- 
yi]phenol 

OH 

HN T 1 V 

240 

2-chl oro-4 - ( 6-fl uoro- 1 -methyl - 
9-(methyloxy)-8-[(2- 
thiomorpholin-4-ylethyl)oxy]- 
3//-pyrazolo[3,4-c]isoquinolin- 
5-yl} phenol 

N-NH 

CI 
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241 


2-chloro-4<[8-{[2^(2,6- 
dimethyIpiperidin-1- 
yl)ethy I ]oxy } -6-fluoro 1 - 
methyl-9-(methyloxy)-3//- 
pyrazolo[3,4-c]!Soquinolin-5- 
yl]phenol 



242 


2-chloro-4-(6-fIuoro- 1 -methyl- 
9-(methyloxy)-8-([2- 

(octahydroquinolin- 1 (2//)- 
yl)ethyl]oxy)-3jtf-pyrazolo[3,4- 

c]isoquinolin-5-yl)phenol 



243 


448-({2-[bis(l- 
methylethyl)amino]ethyl }oxy)- 

6-fluoro- 1 -methy 1-9- 
(methyloxy)-'3//-pyrazolo[3,4- 
c]i soqui nol i n-5-y 1 ] -2- 
chlorophenol 



OH 


244 


4-[8-[(2-{&/.y[2- 
{methyloxy)ethyl]amino}ethyl) 

oxy]-6-fluoro-l -methyl-9- 
(methyloxy)-3//-pyrazolo[3,4- 
c]isoquinolin-5-yl]-2- 
chlorophenol 



245 


2-chloro4-{6-fluoro-l -methyl- 
9-{methyloxy)-8-[(2-piperidin- 

l-ylethyl)oxy]-3//- 
pyrazolo[3,4-c]isoquinolin-5- 
yl} phenol 
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52. (previoiij^ly presented) A Compound selected from 


9 

4-[7,8-bis(methyloxy)- 1 - 
(phenylmethyl)-3//- 
pyra2olo[3,4-c]isoquinolin-5- 
yl]benzene-l ,2-diol 

/ 

O 0— 
HO f) 

N 
H 

19 

4-[7,8-bis(methyloxy)-l-'(l- 
phenylethyl)-3//-pyrazolo[3,4- 
c]isoquinolin-5-yl]phenol 

/ \ 
O O 

^— *^ N=<, M St/^ 
H 

24 

4-[6,7,8-tris(methyloxy>l- 

(phenylmethyl)-3//- 
pyrazolo[3,4-c]i$oquinolin-5- 
yl]phenol 

H 

26 

4-[8-(methyloxy>l- 
(phenylmethyl)-3//- 
pyrazolo[3,4-c]isoquinoIin-5- 
yl]phenol 

\ 

H 

221 

6,9-difluoro-5-(2-imino-3- 
methyl-2,3-dihydro-l,34hiazol- 

5-yl)-l-methyU3//. 
py razol o[3 ,4-c]i soqui noli n-8-oI 

H 

HO 


53. (previously presented) A pharmaceutical composition comprising the compound 


according to claim 3 1 and a pharmaceutically acceptable carrier. 
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54. (withdrawn-currently amended) A method of modulating the in vivo activity of a 
kinase, the method comprising administering to a subject an effective amount of the 
compound or the pharmaceutical composition according to.claim 31. 

55. (withdrawn) The method according to claim 54, wherein the kinase is ALK. 

56. (withdrawn) The method according to claim 55, wherein modulating the /// vivo 
activity of ALK comprises inhibition of ALK. 

57. (withdrawn-currently amended) A method of treating diseases or disorders 
associated with uncontrolled, abnormal, and/or unwanted cellular activities, the method 
comprising administering, to a mammal in need thereof, a therapeutically effective 
amount of the compound or the pharmaceutical composition as described in any one of 
eldHmclainL3L 

58. (withdrawn) The method of claim 57 where the disease is an ALK-positive 
lymphomas, B-cell lymphoma, neuroblastoma, or inflammatory myofibroblastic tumors. 


